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Forward-Looking Statements / Safe Harbor 

Å This presentation and the accompanying oral commentary contain ñforward-lookingò statements that involve substantial risks 

and uncertainties. All statements other than statements of historical facts contained in this presentation and the accompanying 

oral commentary, including statements regarding our future financial condition, business strategy and plans and objectives of 

management for future operations, are forward looking statements. In some cases, you can identify forward-looking statements 

by terminology such as ñbelieve,ò ñwill,ò ñmay,ò ñestimate,ò ñcontinue,ò ñanticipate,ò ñintend,ò ñshould,ò ñplan,ò ñmight,ò 

ñapproximately,ò ñexpect,ò ñpredict,ò ñcould,ò ñpotentiallyò or the negative of these terms or other similar expressions. Forward 

looking statements appear in a number of places throughout this presentation and the accompanying oral commentary and 

include statements regarding our intentions, beliefs, projections, outlook, analyses or current expectations concerning, among 

other things, our ongoing and planned preclinical development and clinical trials, the timing of and our ability to make regulatory 

filings and obtain and maintain regulatory approvals for our product candidates AM-101 and AM-111, our intellectual property 

position, our ability to develop commercial functions, expectations regarding clinical trial data, our results of operations, cash 

needs, financial condition, liquidity, prospects, growth and strategies, the industry in which we operate and the trends that may 

affect the industry or us. 

 

Å Forward-looking statements involve known and unknown risks, uncertainties, assumptions and other factors that may cause our 

actual results, performance or achievements to be materially different from any future results, performance or achievements 

expressed or implied by the forward-looking statements. These include, but are not limited to, the timing and conduct of clinical 

trials of our product candidates, the clinical utility of our product candidates, the timing or likelihood of regulatory filings and 

approvals, our intellectual property position and our financial position, including the impact of any future acquisitions, 

dispositions, partnerships, license transactions or changes to our capital structure, including future securities offerings. These 

risks and uncertainties also include, but are not limited to, those described under the caption ñRisk Factorsò in our Annual Report 

on Form 20-F and future filings with the Securities and Exchange Commission. Forward-looking statements represent our 

managementôs beliefs and assumptions only as of the date of this presentation. Except as required by law, we assume no 

obligation to update these forward-looking statements publicly, or to update the reasons why actual results could differ materially 

from those anticipated in the forward-looking statements, even if new information becomes available in the future. 
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Agenda 

ÅWelcome and Introduction 

Thomas Meyer 

ÅAM-101 Phase 3 Design 

Bettina M. Stubinski 

ÅTreating Patients with Acute Inner Ear Tinnitus   

 Hinrich Staecker  

ÅAM-101 Market Opportunity  

Thomas Meyer 
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Auris Medical Investment Highlights 
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AM-101 for Acute Inner Ear Tinnitus - SPA in place:  

Phase 3 program ongoing with first results expected in August 2016 
3 

Injectable ear therapeutics with potential to change otology as profoundly as 

injectable eye therapeutics changed ophthalmology 
1 

Two ófirst-in-classô treatments in late-stage clinical development  2 

High margin products with $2 billion global market potential  5 

AM-111 for Acute Inner Ear Hearing Loss - orphan drug designation:   

Phase 3 program ongoing with first results expected in H2 2017 
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Acute Inner Ear Tinnitus 
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ÅUnpleasant, unwanted sensation, similar to pain  

ÅñPhantom soundò 

ïRinging, buzzing, humming in the ears 

ÅSerious condition for a substantial proportion of 

affected persons with significant impact on day-

to-day functioning 

ÅAcute stage = first three months  

ÅCurrent treatments: off-label steroids, ginkgo 

biloba, benzodiazepines, masking 

ï84% of US ENT physicians surveyed reported 

dissatisfaction with current tinnitus treatment 

options1  

Exponential increase of tinnitus related 

publications over past 20 years2 

1) Hall et al. (2011), Treatment options for subjective tinnitus: self reports from a sample of general practitioners and ENT physicians within Europe and the USA. 
2) Moller et al. (2015), Pathology of tinnitus and hyperacusis ï clinical implications. 



AM-101 Product Profile  
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ÅPotential to be first-ever drug therapy 

approved for tinnitus 

ÅEsketamine 0.87 mg/mL  

ïSmall-molecule NMDA receptor antagonist  

ÅOtic gel for intratympanic administration 

ïTargeted administration with minimal 

systemic exposure 

ÅThree doses administered over 3-5 days   

ïDistributed in kits of three pre-filled syringes   

ÅShort and safe office-based ENT procedure  

ïPracticed for over 70 years and reimbursed 

under CPT code 
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Possible Outcomes:  
 

üSpontaneous remission due to intrinsic repair and/or compensatory mechanisms, or 
 

üOverexpression of NMDA receptors leads to aberrant spontaneous activity of spiral 

ganglia, maladaptive plasticity at higher levels of auditory system and failure to 

compensate for altered afferent input Ÿ persistent tinnitus 

AM-101 Targets Aberrant NMDA Receptor Activity  

Traumatic cochlear injury  

Excessive release of glutamate 

Inner hair cell synaptopathy 
Typically manifests as acute hearing loss and tinnitus 

Cochlear inner hair cell  

synaptic complex  

AM-101 inhibits aberrant NMDA receptor activity 

and reduces tinnitus at its source  
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Introducingé   

KeyzilenTM 



Keyzilen Phase 3 Design 

Bettina M. Stubinski, MD, MBA 

Chief Medical Officer   
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Keyzilen Phase 3 Program Overview  

TACTT2 TACTT3  

Stratum A Stratum B 

Confirmatory  Confirmatory Exploratory 

Region Primarily North America  Europe 

Indication Tinnitus following acute traumatic cochlear insults (acute noise trauma, 

barotrauma, surgery trauma) or otitis media  

Time from Tinnitus Onset Up to 3 months Up to 3 months Pre-interim 3-12 months 

Post-interim 3-6 months 

Number of Patients ~330 ~300 ~330 
Pre-interim 150 

Post-interim 180 

Number of Sites >60 >60 >60 

Treatment Keyzilen 0.87 mg/mL or placebo (ratio 3:2), 3x over 3-5 days 

Enrollment Status Completed end of  

March 2016 

Expect to complete end of June 2016 

Expected Readout  August 2016 Q4 2016 



TACTT Trial Design Overview  

Screening Treatment Follow-Up 

SV 

ƅ 

D-14 

TV1 TV2 

 

D0 - D4  

TV3 FUV1 

ƅ 

D10 

FUV2 

ƅ 

D35 

FUV3 

ƅ 

D84 

Randomization* 

Å Keyzilen (0.87 mg/mL) 

Å Placebo 
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*  Stratified for etiology (traumatic cochlear injury / otitis media) and laterality (unilateral, bilateral) 

   SV: screening visit, TV: treatment visit, FUV: follow-up visit   
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What Do We Need to Demonstrate?  

ÅNeed to demonstrate that: 

ïKeyzilen is effective in reducing the tinnitus symptom compared to placebo  

ïThis effect is statistically significant and clinically meaningful  

Å Design of Phase 3 program based on:  

ïLearnings from three previous randomized and placebo-controlled trials  

ïDiscussions with FDA (end of Phase 2, SPA) and EMA  

ÅAgreement on use of tinnitus loudness as primary efficacy outcome variable 

ïTraditionally used in tinnitus research  

ïStraightforward measure of key symptom characteristic   

ÅHowever, no universally accepted measure of clinical meaningfulness (responder 

definition) available  
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Clinical Meaningfulness for Keyzilen  

ÅFDA statement:  

ñAbsent an adequate responder definition, a disability or ñglobalò co-primary can 

also be used to support the clinical meaningfulness of an effect demonstrated on 

the tinnitus loudness endpoint.ò 

ÅEMA statement: 

ñIt will be essential that positive results in [tinnitus loudness] are supported by 

positive results in secondary endpoints measuring different facets of the condition 

to conclusively demonstrate clinically relevant outcomes.ò 

ü Clinically meaningful reduction in tinnitus loudness will need to be 

demonstrated by a likewise reduction in tinnitus impact / burden rather than 

by reaching a specific absolute or percent change in loudness from baseline  

 

 



Assessing Tinnitus Burden with TFI   
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Tinnitus Functional Index Domains (25 items, maximum score = 100 points)  


